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^ " J5~(am e nded) A method of inhibiting th/ expression of dual" ^ <* 

V- _ -mecif ic phosphatase _5 iTr ceils or tissues comprising"" contacting ' 
" f id >l lls °J tissues -in vitro with the antisense compound of cUim 

that expression of dual specific phosphatase 5 "is- .inhibited. ' ' * ' 



_REMARKS 



. ^ .. Claims 1., -2 and 1-20 a re pending in the instant application. 
Claims 1, 2 and 4-20 have been rejected' Claims \l and 16-20 have 
been, canceled, claim 15 has been amended.' No new Matter las been 
-addod-; by.- these amendments. ' Reconside ration ' is "respectfully 
: requested in light of these amendments and the following remarks. 

* -v. 

I. Rejection of Claims Under 3S.O.S.C. 112, "Second Paragraph' ' " 

• Claim ^11 has been rejected under 35 U.s'.C. My, - second 
paragraph, being .indefinite- for faili^to" particularly point 
.out -aj-id distinctly claim, th.%. subject -"matter which applicants . 
regards as the .invention. The. Examiner suggests that- the ternf 
"active -site'^is vague and "unclear. -Claim- U has-been canceled 
malting this moStT^iUidrawal of-thi*. Rejection is' SspectTully 
Requested. ^f. -~ ~ - .. ■ ' - 
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L II ^^^tIon of ClaW Under 35- O. S.c7-112, FiJs^Earagraph " ~" 

- Cifli - Itls 15 "20 h-ave been rejected under 35" U . S . C §112, .first" 
paragraph, as. Jontaini ng subject- matter which was not"d^c.ribed in 
the specification in such a way^as to" enable one skilledfin the 'art 
to which. -U.pertMns, or with wliich it .is most nearly connected, to 
make and/or. _u Se the invention commensurate in "scope, with these 
^claims.. The Examiner 'acknowledges that -the speed fiction"? while * 
being enabling for. in vitro antisense inhibition of dual Specific 
phosphatase S expression does not reasonably provide enablement for 
in vivo antisens-fe inhibition of. dual specific phosphatase 
expression; -the Examiner cites several article's" -on the technology 
of -antisense to support this position.. Applicants" respectfully 
traverse this rejection of the claims. ^ "• ' " — r - 

Applicants ^disagree wlLfe ihe Examiner's suggestion ~tha~t cited " 
references support _ the position that application, of lantisense in' 
^vivo*is highly "unpredictable. ~ - 

' Z _ The Exdmine * r pointed to . s ix articl'eT and a _pr.es s release" 
-on th| technology of_ antisense oligonucleotiaes^ojsupport the vi.ewv 
ttiZi j3nj:is.ens# technology is- unpredictable . However/ when Jnc -". 
reads each of th.e^ papers as a whole, _ .as .required under MPEp" 
2f-4L.02, these references actually teach the potential usefulness 
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of_th is clMs ISf ^.rug S "-ia -h.urnaas, and morV import aiily flii^to 1 " 
^ provide any>e a ,onal^b^is< to doubt thel-pharmaccTlogical activity- 

-^ bS -/ Ved in " Cel _ 1S in^^nstant in^enti^would^^o occur in 

^ cells -in animals and humans. ~ - * " * " " 

^ The pap^.by Crockets 't review paper on the baslcJpr^clples ■ 
of antisens^therapeutrcs,. ' The statements allude^ to *y the " " 
Examiner concerning extrapolations from in vitro' uptake studies, to 
-predictions about in' vivo pharmacokinetic behavior are ..only one " 
small... part _of this. review paper. - When read in its entirety; the, ■ 
author is merely stating a well known fact in the- development of " 
merely antisense. Pharmacokinetics is not the .study 

- .of the pharmacological activity -of an agent; SUC h fs.te ' studied 
commonly ^in ce U.', ^ but rather _ the study' of th* biological * 
distributor "of a drug in an anLnal^or human. Therefore^ the. 
statements by the author ^do not -demonstrate the unpredidt ability of\_ ; 

^ antrisens^oligos in vivcr but rather' m erely-~ s tate th.e >viou S/ - that ^ 
. one Wd not . use studies* .on" celiu^r uptake, V.pro'dict" ^ 
. -pharmacokinetics. in^nima-ls o-r humajs because It' is " rrot -a "logical 

- use o^suc^cfttajo^any drug. - Data in" cells are fed" routinely, * 
"however, as preset cm of pharmacological acuity, in animal? a^V ' 
human,. It is a fundamental .principle of drug development St " 
data -f rom whole cell studies, such as are provided In" the instant " 
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.Peculation, are dj^ctly -.^ie. bl , to predicting-^ \ 
activity. ^The 'teachings of thV pa ~per by Crooke^ the oth,r cite? ' 

review paper " { Branch) provide no" r^*^"^ * ' u " ^ 

~ ^ %■ reason to., doubt tfiat this 

fundamental principle if snni^.hi- *~ ' ". ' - *=■ 

- c - 1 -P J - e x ~ applicable t'o antisense agents.^ 

In fact, 'statements in the papei by Crooke" support- t-he 'fact ' 
that development of "ant is^ns^ug pr o duct8 is vi < ed " by tft - ^ 
skill in the art as being^ame as- development of an/ other drug ~ 
product in terms-of 'applying t he basic principles of pharmacology.. 
For example, on page - 22, first paragraph, Crooke "points . out " 
"... numerous v/el 1-cont rolled [pharmacological] studies have/been- - 



roported.in which antisensc Activity was conclusively demonstrated 
Ain vitro!. ^ Thejkey according to Crooke is the" careful desfgrTof I " " / 

ln ^ ^ UdieS to.carefully^v^uate dose-response^ ' 
relationships and ..antisense meJhanism, similar -4:o the "type "of - ~ 
studies, presented in the instant specification^ Therefore, what" ~* 
"this paper, ^ t& other cited -by the Examine factually teaches -~ . 
that^antisense" .oligonucleotides, "must " be" devel'oped ' using Veil - 1 
designed studies that progress 'logically f rom acttvflfy In cem"^'. • 
activity in animais a^uW. ^ Nowhere in^the^ reference" does the'* „" ~ 
auth|r state or suggest" j.„at "resul tHf-weU-design^ in vitro ■ » 
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Ph«r«,c5lo^.i ,t udl; . would" not be il^ive' of" acUvtty in 



vivo.- 



- —Moreover, ^ the paper, by" -Branch (1998) teacfies"' the need" to 
develop antisons^ molecules based on .send da^.and careful" 
. • screening, such as, is printed In "the, instant \pecif ica ti on'. 
-.Nowhere does thejpap.r state that extrapolation from in Wtro'data 1 
to in ^ivo- effects is .unpredictable. " -L • ' '\ - " 

- Paper ' by ' Pal ? eF : al - <.199.9> « a review' paper-on " the' 

• technology of gene therapy, not ^tlsanee . Gene therapy is. an- 
entirely different techno fogy with its own ^ n Y < drug 
.^development. Citing this paper to = s«pporl the unpredictability of 
- .^Lisenae is "^appropriate. Npwher.e does this paper state that"- 
extrapolation f von in vitro data on ^anti sense- compounds to In- Wvo . 
effects is unpredictable. - " . - ., 

The paper, by *grawal and Kaada.mal1.a_ (MOO) Is" another review" 
Paper -on tje technology -~pf "mtisensY. Nowhere doc S th^aper"" 
"~ state that extrapolation from in vi tie dS-.cL.to. in uivo effect! is- . 
~~ u-npred.i.ctfibl%. * °* **■ * ^ ~ ^ 

_ . - . The paper by "Chirila et 4l_.- (2002 ) ~is # 'revie^of there of . 
1 P -° iymers .^-"delivery of ant.i.sen Se c'ompo^dr'' Although this' pafer - 
revlevs problem, that have arisen during- development of JntisenseT' 
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- ^problems that are addressed and solved in "the^ecif icati 
- filed, nowhere _ does the paper state rnat e^rapoia.tion *r' 
vif-ro^data to* in vivo effects is-unpredictabJTe. - 
^ ^. -Finally, the... pre S ^ release cited by ".the Examiner ^does'l not 
_ - support the conclusion, that data from in ^tr/ studies is' not 
;P redictive -of in "Viva activity.. This failure tff* clinical trial 
^ for.crohn^ disease is a -very different standaW'.where^a drug must 
. be statistically significantly fetter .than ^a" placebo on a 
. Particular endpoint. " It does not ^an the ' drug" was , without 
.activity, to inhibit gene expression- when results" f ro^ 'in vj tro 
studies a-re extrapolated to in vivo activity. ~>"' ' ... 

: ^ HoweveF. -in an earnest effort to- advance the" proseeuVion.of 
this._case,_ Applicants have amended claim -island canceled ""claims 16- 
-20, with Applicants reserving the -right " to f i-l.e ."a continuing 
• apPi - iCat ^° n d^ected^^ thisjubTect ma t'ter "without prejudice?". 
Withdrawal of: _t h e_ reject ionF is ^e'^s ted in light" of" these 
amendments. _ — ~~ ~ Z - ^ ~~ - 

III- Reject ion-.of_Claims" Under 35 "u.S^-C. 103(a) i 
I Claims 2 J* nd 4-14 have been reject^* under 35 u/s T. lT>3 (5;r 

as "being unpatentable ^ver Ishibashi e W ai .J < 1994 ) in vie^f. 
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- '•^ il ner Gt - ttl ' ^^nd-Baracchini it al_. "(?S patent 5,_801 , 154 £ . 

. • The. Examine suggests that- it^ would havo_be€h p7i^ > a - c ie obvious - 
_ " '°- £ ° r<iiftar y ^^-to design and use ant i sense mfljec^ies" f or 

inhibition of dual. specific phosphatase's express 10^ since, the 
sequence encoding the .gene was known (Ishibashi et~al." 1994) /that . 
methods of designing, and screening for >n ti sense have been- taught 
I by Mi3n " er - ^ ' a . r v and Baracchini et si. teach modification' 'of * 
antiSenSe aS clai ^. ~ I'ho Examiner suggestions of -skill would 
"have been motivated to" do so by the teachings" of Ishibashi at a 1 . 
in teaching- the involvement of this gene in cellular" "processes"; " . 
The Examiner suggests ^ expectation of successes provided by "tire * 
teaching of Barocchini : et al . in Reaching the ' advantage^ of ' 
- m ° dl£ied Oligonucleotides for activity and stability. Applicants ~ 
respectfully' disagree with the Examiner' s conclusions. T . ' . 
-Ishibashi et. aJ. (1994) discloses the sequence of hJSnan "du a f~- 
.-•specific" phosphatase^ 5.^ -as acknowledged "by -the Examiner, nowhere T 
"docs Lhis. reference teach'or *uggest-_antla" a ra compounds of \ 
type pargeted to dual. -specific phosphatase's nucleic "acid ^o/ecules^ ' 
.-as claimed. " Theref ore,, -this prima^xVference fails t^telcTthe J" 
limitations of J. he cd-a'ims as " amended. . ~ . ' _ 
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The secondary references cited, even wh entomb .tried with, this 
' primary* reference, fail to overcome the .def iciencie? in • teaching of 

t'he primacy reference.. ^ — " * ? ^ — v 

- ' M - iiner ' et al i teach a -method for"' identifying"- a«1isense 
. oligonucleotides using, optimization techniques: where the "antisen^e 
' oligonucleotides have 1,-17 " bases "and target sequences o/ a gene. 
- : However, nowhere- does j*is paper teach, or- suggest ant i sense" 
. oligonucleotides 8 to 50 nucleobases .in length targeted to 'dual 
specific phosphatase 5. " v 

Baracchind- "et ~ a l. (US* Patent ' 5, 801, 154) teaches methods ~6f 
. ^ modifying- ant.l sense oligonucleotides' to-enhance activity.' Howe vert 
-'."^ nowhere do. this patent' teach or suggest_-antiWnse oligonucleotide^. 
** 8 to 50 n^cleobases.in 1-ength targeted to dual specific phosphatase, 
o nucleic acid molecules,. • ' * ■» 

To ' estab " lish a Prima" 'Made case of. obviousness," thr-e"? -basic 
J^crftetia must.be-mel-^MPEP 2143 . ~7 First, there must "be Jome " 
suggestion or motivation, either fn r.h4 references thofnselTes or in 
• ^ the knowledge generifly available to one of orSinary skill Tn~ th.e. 
-* ar \' to mo " d ' if V reference or -to combine- reference "teachings". 

SeC " ond / „there- must be a reasoWable^expectation oT success" 
" Finally; -the prior art must -teach o'r "suggest all. claim limitation*. 
..Clearly, the combination of prior- art cited fails to teach or 



Receivedfrom < 8568101454 > at 2119103 1:37:58 PM (|astern Standardpe] 



02/19/03 WED 14:40 FAX 8568101454 



LAW OFFICES 



@013 



Attorney Docket Mo. :' 
V; - Inventors : 
<: Serial No. : ' i„ 

filing Date: 
^Page 10 



RTS-0175- 
Monia% and Ward 
09/865,993 - 
May ^25., 2001 



.jugg-est- the— limitations ^of -£ he cl/ims, whicjTcIai. antisense^ 
-^compounds -Ea^eted rb a nucleic acTd module (SEQ id NO": iff) 
-encodinq duaf specific jhosphatas* 5, and triSs cannot reader 'the - 
instant claimed invention _ obvious. _ -If 'is' only with thcT 
Specification in haad^that -on. of i kill" would/ see .that antisense - 
compounds could- be used "successfully- to inhibit expression of this 

• gene. Further,, there is no suggest!^ provided in the references • 

themselves to combine refpr^nro f ,_L. " ^ " - - 

nt ^ererence ^teachings, as required under- 35 

U.S.C. 103(a). Accordingly, withdrawal - of this re j ecticm „ is - 

* respectfully requested. ~ - - " w - * -■=- 



IV. Concliis 



ion 



• .Applicants believe that the fo^gofhg comprises . a full and : 
complete- respon/e to, the" Of fice Action of record:' Accordingly,, 
favorable reconsideration and subsequent, allowance ' of .the pending 
claims is ea-rnestly solicited. - J*"" - - " - 
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- ^ Attached-'hereto a marked-up version of .the -conges made „to 
'the claims- by _the current^ amendment . The 'attached page -.ts" 
captioned "VERgiON WT th markttjc:*; to show ™* N gvs~m™. >/-• ■* 

5 * ' ^ Respectfully submitted, 

K \ - . Jane Massey, Licata' " -r 

I u - -"Registration-No,. 32,.257 

Date: February 19~ 20fV3 " " * ~ ^ 

LICATA & TYRRELL P.C. - ~~ ? " : * J - 

66 E . Main Street _ '. 
t Marl ton, New Jersey 08O53 

(8S6) 810-1515 — . " - ■ 
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^ VERSION WITH MARKINGS TO SHOW CHANGE S^MAJDE 

In the C laims^ _ - - . . - - 

CI aims -^11 tfnd 16-20 have been canceled without* pre jUdice „ 
- Claim 15- has been, amended as follows: ~ 

.. - / V ' „ 

- - -.15: (amended) A method of inhibiting the- expression' of dual 

- " ' 4 . . • •* ^~ " *"*' 

specific- phosphatase 5' in cells or tissue's comprising contacting 

"said -cells or .tissues in vitro with the ahtlsen'se compound' of- claim 

1. so that express-ion of "dual specific phosphatase, 5 ,is inhibited. 
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